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(2) A purified preparation of a protec-
tive immunogen or antigen; or 

(3) A nonadjuvanted harvested cul-
ture of microorganisms. 

(p) Working reference. A Working Ref-
erence is the reference preparation 
that is used in the in vitro test for the 
release of serials of product. Working 
References may be: 

(1) Master References; or 
(2) Serials of product that have been 

prepared and qualified, in a manner ac-
ceptable to Animal and Plant Health 
Inspection Service for use as reference 
preparations. 

(q) Qualifying serial. (1) A serial of bi-
ological product used to test for 
immunogenicity when the Master or 
Working Reference is a purified anti-
gen or nonadjuvanted harvest material. 
Qualifying serials shall be produced in 
accordance with the filed Outline of 
Production, tested for immunogenicity 
in accordance with methods deemed 
appropriate by the Animal and Plant 
Health Inspection Service, and have a 
geometric mean relative potency, when 
compared to the Master Reference, of 
not greater than 1.0 as established by: 
independent parallel line assays with 
five or more replicates; or other valid 
assay methods for determining relative 
antigen content which demonstrate 
linearity, specificity, and reproduc-
ibility at least equivalent to the par-
allel line assay and are acceptable to 
the Animal and Plant Health Inspec-
tion Service. 

(2) Qualifying serials used to re-
qualify or extend the dating period of a 
Master Reference shall be determined 
to be immunogenic in accordance with 
methods deemed appropriate by the 
Animal and Plant Health Inspection 
Service as provided in paragraph (a)(1) 
of this section, and, in addition, shall 
be within their permitted dating period 
and have been prepared in accordance 
with the production method described 
in the currently filed Outline of Pro-
duction. 

(r) Immunogenicity. The ability of a 
biological product to elicit an immune 
response in animals as determined by 
test methods or procedures acceptable 

to the Animal and Plant Health Inspec-
tion Service. 

[38 FR 8426, Apr. 2, 1973, as amended at 40 FR 
45419, Oct. 2, 1975; 41 FR 6751, Feb. 13, 1976; 43 
FR 3701, Jan. 27, 1978; 56 FR 66782, 66783 Dec. 
26, 1991; 62 FR 19037, Apr. 18, 1997; 79 FR 55969, 
Sept. 18, 2014] 

§ 101.6 Cell cultures. 
When used in conjunction with or in 

reference to cell cultures, which may 
be referred to as tissue cultures, the 
following terms shall mean: 

(a) Batches of primary cells. A pool of 
original cells derived from normal tis-
sue up to and including the 10th sub-
culture. 

(b) Cell line. A pool of cells which are 
11 or more subcultures from the tissue 
of origin. 

(c) Subculture. Each flask to flask 
transfer or passage regardless of the 
number of cell replications. 

(d) Master Cell Stock (MCS). The sup-
ply of cells of a specific passage level 
from which cells for production of bio-
logics originate. 

[38 FR 8426, Apr. 2, 1973, as amended at 40 FR 
45419, Oct. 2, 1975; 49 FR 22624, May 31, 1984] 

§ 101.7 Seed organisms. 
When used in conjunction with or in 

reference to seed organisms, the fol-
lowing shall mean: 

(a) Master Seed. An organism at a spe-
cific passage level which has been se-
lected and permanently stored by the 
producer from which all other seed pas-
sages are derived within permitted lev-
els. 

(b) Working Seed. An organism at a 
passage level between Master Seed and 
Production Seed. 

(c) Production Seed. An organism at a 
specified passage level which is used 
without further propagation for initi-
ating preparation of a fraction. 

[49 FR 22625, May 31, 1984] 

PART 102—LICENSES FOR 
BIOLOGICAL PRODUCTS 

Sec. 
102.1 Licenses issued by the Administrator. 
102.2 Licenses required. 
102.3 License applications. 
102.4 U.S. Veterinary Biologics Establish-

ment License. 

VerDate Sep<11>2014 09:49 Mar 09, 2016 Jkt 238028 PO 00000 Frm 00684 Fmt 8010 Sfmt 8010 Y:\SGML\238028.XXX 238028Lh
or

ne
 o

n 
D

S
K

5T
P

T
V

N
1P

R
O

D
 w

ith
 C

F
R


		Superintendent of Documents
	2016-07-08T11:52:29-0400
	US GPO, Washington, DC 20401
	Superintendent of Documents
	GPO attests that this document has not been altered since it was disseminated by GPO




